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1. Bisal 

2. Imofln 

3. Xcw 



Gfeit-4(40Kni) «^ 




i 

& 

I 
1 



4' 



I 



■Inauln 




\ 



Study-I (SOOug/mouise) 
Day Animals alive 

0 i 

2 a 

3 3: 

4 a 



Study-2 (6mg/moiis«) 



Day 



0 
1 
2 
3 
4 



Animals aQve 
3 

a 



31 




FiG. ISA 




Study-3 (lOmg/tnou^e) 
Day Animals aive 

0 3 

1 3 

2 3 

3 3 

4 3 




1 




'iwdMmikIwiw 0 M 



J 



FIGURE 19 



7n 




50>iM 

Xa ,pM 



FIGURE 20 




1 2 3 4 S 6 7 8 



FIGURE 23 




( 



FIGURE 25 



A 
2000 



XoL . . in rat serum 
C^S RP-HPLC 




1000 



-o- M«tabolit« (RT 1SJB) 




8 12 16 20 24 28 

Time, h 



FIGURE 26 
Summary of toxicology studies of Xa 



STUDY 

Ames mutagenicity (with and 
without metabolic activation) 

Acute (slngle^dcse) study, rats 

28-Day study, rats 

Doses: 20, 200. 1000 mg/kg 

Cardiovascular study, dogs 

Dose range-finding study, dogs 
Doses: 100. 200. 400, 1000 mg/kg 

28-Day study, dogs 
Doses: 20. 150. 600 mg/kg 



STATUS FINDINGS 

complete No significant toxicity 

Complete No significant t(»cidty 

Complete No significant toxicity 

Complete No significant toxicity 

Complete No signiftoant toxicity 

Complete No significant toxicity 



